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NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 1 

(PCT Administrative instructions. Section 411) 



Date of mailing (day/month/year) 
11 May 2000(11.05.00)' 



Applicant's or agent's file reference 
FP-DS-0045 



International application No. 
PCT/JPOO/01606 . 



International publication date (day/month/year) 

Not yet published 



To: 



ARUGA, Mitsuyuki 
Kyodo Building 

3-6, Nihonbashinihgyocho 1-ch6me 
Chuo-ku 
Tokyo 103-0013 
JAPON 




IMPORTANT NOTIFICATION 



International. filing date (d a y/nno nth/year) 
16 March 2000 (16.03.00) 



Priority date (day/month/year) 
17 March 1999 (17.03.99) 



Applicant 

DAIICHI PHARMACEUTICAL CO., LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier applicationls) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. .This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3; -^:^Anasterislc(*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
::: /'-i:6r transmitted to the rnternatlonal Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
/■y of the applicant is directed to Rule .17.1(c) which provides that no designated Office may disregard the priority claim 
" concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
-. . ^rWithin a time limit vyhichjs reasonable under the circumstances. . 

4! yrThe letters VNR" a p^ in the right-hand column denote a priority document which was not received by the International 

the applicant did not request the receiving Office to prepare and transmit to the Internatio 
lule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 



iBureau or which 1 
as provided. by. Rule 

provides that nd:designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry imo the national phase, to furnish the priority documehf within a time limit which is reasonable under the 
circumstances. ."^U^- • ' ■ \. .] ^ 



\ Prioritv date A^ V , 
-17 Marc 1999 (1^M99); 



Priority application No: 



11/72145 



Country or regional Office 
or PCT receiving Office 

^: • JP ' ■'■ 



Date of receipt 
of priority document 

05 May 2000 (05.05.00) 



f:.f '^>:^. .... , 



■ ' X ^:^The Int^^^ 


Authorized officer - 








, v34; chemiri des Colombettes 


- Marc Salzman . 
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\ . ; ;■ 1211 Geneva 20, Switzerland 




Facsimile No.'(4V-22)*746.14.35 ■ ' • * ' " \ 


Telephone No. (41-22)338.83.38 [ 





Form PCT/IB/304 (July 1998) . 



,003279611. 



i}. 
v.; 



THIS PAGE BLANK (uspto) 



P>!^NT COOPERATION TREA 



wo 00/5481 1 
PCT/JPOO/01606 



From the INTERNATIONAL BUREAU 
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NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


To: 

ARUGA, Mitsuyuki 
Kyodo Building 

3-6, Nihonbashiningyocho l-chome 
Chuo-ku 

Tokyo 103-0013 /fiwPQ\ 
JAPON A-^-^-TTiTA 


Date of mailing (day/month/year) 

21 September 2000 (21 .09.00) 




Applicant's or agent's file reference 
FP-DS-0045 


IMPORTANT NOTICE 


International application No. International filing date (day/mo nth/year) Priority date (day/month/year) 

PCT/JPOO/01606 16 March 2000 (16.03.00) 17 March 1999 (17.03.99) 


Applicant 

DAIICHI PHARMACEUTICAL CO., LTD. et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

.AU,DZ,KP,KR,US 



In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AL,AM,AP,AT,AZ,BA,BB,BG,BR,BY,CA,CH,CN,CR,CU,C2,DE,DK,DM,EA,EE,EP,ES,FI,GB,GD, 

GE,GH,GM,HR,HU,ID,ILJN,IS,JP,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA,MD,MG,MK,MN,MW,MX, 

NO,NZ,OA,PL,PT,RO,RU,SD,SE,SG,SI,SK,SL,TJ,TM,TR,TT,TZ,UA,UG,UZ,VN,YU,ZA,ZW 
The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
21 September 2000 (21.09.00) under No. WO 00/54811 



REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 1 9-month time limit 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 



REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer 

J. Zahra 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/308 (July 1996) 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/01606 



A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl' A61K47/10, 47/30, 47/44, 9/14, 31/7048, 31/554, 31/5415, 31/704, 
31/52, 31/522, 31/4402, 31/426, 31/5383, 31/4365 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int.Cl'' A61K47/10, 47/30, 47/44, 9/14, 31/7048, 31/554, 31/5415, 31/704, 
31/52, 31/522, 31/4402, 31/426, 31/5383, 31/4365 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



"Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 



Citation of document, with indication, where appropriate, of the relevant passages 



WO, 93/17667, Al (TAISHO PHARMACEUTICAL 
CO . , LTD . ) , 

16 September, 1993 (16.09.93), 

CLAIMS, EXAMPLE 

& JP, 6-116138, A 

EP, 0826376, Al (TAISHO PHARMACEUTICAL CO., LTD.), 

04 March, 1998 (04.03.98), 

EXAMPLE 

& WO, 96/34628, Al 

JP, 11-35486, A (LION CORPORATION), 
09 February, 1999 (09.02.99), 
example (Family: none) 

JP, 7-285838, A (LION CORPORATION), 
31 October, 1995 (31.10.95), 
example (Family: none) 



Relevant to claim No. 



1-20 



1-20 



1-14 , 19, 20 



1-14, 19,20 



I I Further documents are listed in the coritinuation of Box C. Q See patent family aruiex. 



* Special categories of cited documents: 

"A" document defming the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

*'0" document referring to an oral disclosure, use, exhibition or other 
means 

"F' document published prior to the international filing dale but later 
than the priority date claimed 



"T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

*'X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents^ such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
07 June, 2000 (07.06.00) 



Date of mailing of the international search report 
20 June, 2000 (20.06.00) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 
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(43) S^i^MP 



WOOO/54811 



2000^9>^21 B (21.09.00) 



(21) a^mS»^ PCT/JPOO/01606 

(22) HBSaiffi 0 2000¥3^ 16 P (16.03.00) 
(30) M^c^f—^ 

4^^^^11/72145 1999^3 >^ 17 0(17.03.99) JP 

(71) tmmx (*ll^^<i--<Tcofg^B^-ov^-c) 

(DAIICHI PHARMACEUTICAL CO., LTD.)[JP/JP] 

=f 103-8234 *:mIP4':*:E0*^®3T114#1O^ Tokyo, (JP) 

(72) ; t5<tT/ 

(75) mm^xmrnx (*hi-^v^-cc^^) 

'T'-htfl^O^AKAGAMI, Hiro^iXJP/JP] 
#fey|caitii(SUZUKI, Tatsuya)fjP/^ 
/J-#^^c(KOBAYASHI, Hideo)^JP] 
mfR :g:(KUROSAWA, Akira)pP/JP] 
¥134-8630 XMSiaiFJIIE^IblSMlTg 16-13 

m-mmw^^^ yKMrn^mm-^^^-^ Tokyo, (jp) 
(74) i^mx 

^(ARUGA, Mitsuyuki et al.) 

¥103^13 M^u^^%B:^mAmmrB3m^ 

j^m^y^ Tokyo, (JP) 



(54)Title: MEDICINAL COMPOSITIONS 



(81) fil&m AE, AL, AM. AT, AU, AZ, BA, BE, BG, BR, BY, 
CA, CH, CN, CR, CU, CZ, DE. DK, DM. DZ, EE, ES, FT, GB, GD, 
GE, GH, GM, HR, HU, ID. IL, IN, IS. JP. KE. KG, KP, KR. KZ, 
LC. LK. LR, LS. LT. LU, LV. MA. MD, MG. MK. MN. MW, MX, 
NO. NZ. PL, PT. RO, RU. SD. SE. SG, SI. SK, SL, TJ. TM. TR, TT, 
TZ. UA, UG, US, UZ, VN, YU, ZA. ZW. 0:^hH#fF (AT, BE. CH. 
CY, DE, DK, ES, FI, FR, GB. GR. IE, IT. LU, MC. NL. PT, SE). 
OAPmfF (BF, BJ. CF, CG, CI. CM, GA, GN, GW. ML. MR, NE. 
SN, TD. TG), ARIP04#rF (GH. GM. KE, LS. MW, SD, SL, SZ. 
TZ. UG. ZW), 7 v^T4#fF (AM. AZ, BY, KG, KZ, MD. RU, 
TJ.TM) 



(57) Abstract 

Granular medicinal compositions containing a drug having an offensive taste, a waxy substance and a sugar alcohol; a process for 
producing the same and oral medicinal preparations containing these compositions. Because of having an excellent effect of masking the 
offensive taste of the drug and a good feel in using, these preparations can be easily taken by aged persons, children and patients with 
difficulty in swallowing. These preparations are suitable for tube administration too. 
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^y^'[^(Dmz^m^m'^^^mmm\ii^ti^. M^s^-h^i, ^\zmm^%. 
-rx^-fs.^mmm\zn\.xmm'^n^i&^-:fjmx. WLn^mz6^Wi-^-^fzi^'^^) 
>>^(c^u, ^n^mmm(DB^^m.^i)^^mit'^mznx'^nrc^=L-f\z^x 
Lx^^-r^:^mx$>^o ^mt^mm^mmmmT^z.h-^^^i^rz6b. mm\z 
\tmmmxm-'\z^mi^. t-^-^i^^) >i?^^xs'^=L-'^nx^'^ibu\^^zhti^^ 

>^x^cm^jji, mmyi^^^]^^mm<D4^n,mmm^xm.mi'. ->u>>>^^ 
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eh 35 o 

^mmiz^^^x. ^^^t\t. mmm-^mm^n^iz^/vtzt^mc^^^. 
m^^. mm.. ^^t^tit^isv^fe'S^-r^o 

:^mMiz^^^x^^f^^^-r^m!^tvTit. ±m^^m^^v. mmtv-z 
m^^i^n^mmx&nitmzmm.'^n^h(DT\,-iysi\^^. mA.i:£mm't^h^^-^- 

'j7A, y^u=ir'^i:^y. mmr^ y ^Yi^-yy. mm\iy:3^^'yy. 7/3 
- [2- (2 /^T^/-;!/- 4 -2- (z) -A-r Fo:^->-r ^ 

aiA-:^;i/^>^ 1- (^y'ya-^=^yti)i-^i:iji:t^y) jl^julx^ji 
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mmm.. (E) -3 - (2-p<h^>^-3, 6 -i^^^JV- 1 , 

>-5--i)l) -2- [5- (3-lf'Jv;U) ^>5^;i/] -2-yo^>^. T 

m^tx^>^>> :^^'j>^>, @^mU':^>, jL>z!^^. -^^ynt^. -t^ 
Vi«eine.^m<Dam#j> ssic (i) ~ (4) 

R2a 0 R2c 0 





wo 00/54811 



PCT/JPOO/01606 



R^-CH(R2)~r3 (5) 

RMS, Tlc^M^, C,-Cg y;i^n^->;^j;i.7f?-;PS, ^7^« 

5 
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•^n^Cth$>^4, 5, 6. 7 -5^h^t HD5^xy [3, 2-c] b°Uv> 
- 5 

T^^n^4, 5, 6, 7 -T-h^fc FP^xy [.3, 2-c] tfUi^>^S;t 

Hfif2(D-^sc: (1) ~ (4) •vm-^ti^\:fvv>ti)i':^>mit^m^^n^(D 

4#§|BS 53-141286 ^<ikm. #iiBg 55-31042 
HS57-46986 57-77683 -^^fg, #WBg 6 0- 

3 6 4 8 2 #^BS 60-64979 #MBg 60-228479 

^{[km. ^mm 62-252772 -^^ig, #^hs 62-252790 

#^BS 62-277362 -^i^^, 1-230558 1 - 

2 5 8 6 6 6 ^<ekm. 4f IB¥ 1-294680 2-28178-^ 

#^¥2 - 1 2 4 8 7 3^^^, #iB5p2 - 2 3 1 4 7 5 
5-2 7 1 2 2 9^^16, 7 - 3 0 9 8 6 4-^^^, #ll¥8- 

4 1 0 5 0 -^^^^ W09 1/02526 -^i^^, WO 9 4/1 4 7 9 4 ^^fg> 
WO 94/15933 -^^^^ WO 9 5/5 3 7 3 WO 96/ 

3 7 4 7 5 WO 96/39407 -^^fg, WO 97/29102 ^^fg, 
WO 97/19072 WO 97/40037 -^i^^g, WO 9 8/ 

0 2 4 3 1 -^i^^, WO 98/13370 ^^$g, WO 98/18783 ^^fg, 
WO 98/24781 WO 98/52939 ^^^> WO 9 8/ 

5 4 1 6 9^i^^i5ctlPWO 9 8/5 8 9 2 3 tl, :in^i>Pfi 

i^^{;:(M5i:^^fetEig^tiTV^^o ^t^c. — (5) x^^-^ti^it^m^id 

ii#§^0S 50-46688 ^HBg 58-10583 -^^fg, 

#^BS 59-27895 6-41 139 ^'j^mmiZn^m.<Dl5mz 
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±gB-^it: (1) ~ (5) T^$n?>^b^#jti. ^^mm^^-r^m^^^&K) . 
-^sti^o s^c, ±fs-^5S; (1) ~ (5) -cm^n^it-^m^rzit^ibrKDm. 

_hlB— (1) ~ (4) •i:m^n^\t^m^fzL\-^^<Dm.(Oo%(Dn'^ 
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0 0 




Ofloxacin 



0 0 




HN^ J J 
Norfloxacin 



0 0 




HoC ^"3 
Levofloxacin 




Ciprofloxacin hydrochloride 
iggf i/ n -7 n + if > 



NHg 0 0 




Sparf loxacin 
0 0 




TSOH 



Tosuf loxacin tosilate 



0 0 





CO2H 



•1 /— N' 



HCi 



Sitaf loxacin 



Moxifloxacin hydrochloride 
•> :? □ 4-tf -> > 
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0 0 




Enoxacin 



0 0 




Pleroxacin 
7 bo^1f->> 




F 



CS-940 



HC^ 




CO2H 



Galif loxacin 



0 0 




CHg 

LoHief loxacin hydrochloride 



Me 0 

Grepaf loxacin hydrochloride 



Nlfe 0 




Jv^ CH3SO3H 




CO2H 



Pazuf loxacin 
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CO2H 



Prul if loxacin 




CH3SO3H 



Trovaf loxacin mesilate 



CO2H 





CO2H 



0 



^A„, CHSS03H 



Pazuf loxacin mesilate 




NH2 



A-99058. L 



Clinaf loxacin hydrochloride 



Me ^ 0 H 
0 Me " 



Alatrof loxacin mesilate 




Ecenof loxacin 




CH3SO3H 
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0 



0 



HO 



F 




CO2H 



F 



WQ-3034 



)V) - A, 5, 6. 7 -T-h^t Hn^^xy [3, 2-c] bfUS^^, 

2 - h HP=^f>- 5 - (a-yp tf:^-;U- 2 -:7;i/;tD^>-:/;W) -4, 5. 

6, 7-5=-h^bHP^xy [3. 2-c] tfU>^>, 
2-h: Hp^^'>- 5 - ia-i^^U':^u\d}Vti)VTi^~)V- 2-y)l^a^>>^ 

)V) -4, 5, 6, 7 -T^h^t: FP^xy [3. 2-c] fcfU>^>. 
2 -T-fe h^v- 5 - (a-x^pypfcf;U:^;ji//i^x;i/- 2 - >';I/:^p^>v 

;W -4, 5. 6. 7-^h^tHP^xy [3, 2-c] tf'J>'>> 

2 - y P \f^-)V^^zy- 5 - ( a - p y P tf;W;^7;i/5j^x;i/- 2 - y)l:t 

u^>iyJV) -4. 5. 6. 7-^h^tHP^xy [3, 2-c] bf'J>^>. 

2 -:/5^U;i'^^v- 5 - ^a-zy^U-:fu}f.)Vt!)V^^~)V-2-y)V:tU^> 
-4. 5, 6, 7-xh^tHP5^xy [3, 2-c] tfU>?>, 
2 - tf;tp-r;p:t^5>- 5- {a--^C^U-:fu\f:)Vtl)V^:z.)V- 2-yjl:tn 

^>v^;l/) -4, 5, 6. 7-7^h^tFP^xy [3, 2-c] tfUi?>. 
2 -A'lxU;U:t=^~>- 5 - {a-zy^U-yu\d)VtS)V^--)V- 2 - y)V:^U^ 

yi?)V) -4, 5. 6. 7-7^h^tHP^xy [3. 2-c] tfUi/>, 
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D^>>^;1.) -4, 5, 6, 7 h^t HP5^X/ [3, 2-c] tfUv>> 
2- t h + v;^;!^^^^-;!^^^^^- 5- (a-'>^nyD t°;i-;^f;i'7}^::i;i'- 2 
-y)U:tn^>zy)V) -A, 5, 6. 7 - 5" h ^ fc H 05^xy [3, 2-c] tf 

2 - tVtP-r;l':^=^v^ h=^'>-5- (a->-^J7oyDtf;i';^j;i/7}^-;P-2- 

-yys.-^u^y-JM -a, 5, 6, 7-^h^tHo5^xy [3, 2-c] ifu 

5- (Q!-vi7pyok!;i/:^j;U4^x;u- 2 -^pn^>>?;U) -2-:^4^y- 
2, 4, 5, 6. 7. 7 a-^=^-tJ-k Fn^xy [3. 2-c] tfU>?>> 

5- (Q!--/Dtf:^x;i/- 2 -:7;i/^n^>>';i/) -2-^=^v-2, 4. 5, 
6, 7. 7 a-^^itk Ho^xy [3, 2-c] tfUi/>. 

-2, 4. 5, 6, 7, 7 a-^4^+f-t FD^^xy [3, 2-c] hrU>^>, 
2 -Tir h^x- 5 - {a-iy^uy''U\f.)Vtt)\^^^)V- 2 - '^UU^y-J 

)V) - A, 5, 6. 7 -5^h^t: FD^xy [3. 2-c] t:U>^>, 

2 - k FD^v- 5 - {a- 2-y )V^Uzy^uyru\^)VtS}V-^~)V- 2-y 

)V^U^>i>)V) - A, 5. 6. 7 -7^ F^k FD5=-xy [3, 2-c] If'Ji^ 

5 - (a-2-:7;U:^P>^^j7D-7°Dtf;P;^j;P7t^x;u-2- >';U:^p^>i/;i/) 

-2-^4^y-2, 4, 5, 6, 7, 7 a -^^+f-t FP5=-xy [3, 2-c] 

2 -T-fe F^->- 5 - (a- 2 - y';!/::^ P '>^^ P :^P tf;i/;^j;i/:^x;i/- 2 -:7 

)V'tu^yi>)],) -A, 5. 6, 7 -5^ F FP^^xy [3. 2-c] b:U>? 
>. 

5- (a-y F=l^'>;^;U4^x;l/- 2 PP^>>^;1/) -2-:t^V-2, 4, 
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5. 6. 7, 7 a-^^-ttt KD^X/ [3, 2-c] fcfUS^>, 

2-T-feh4^v-5- (a- h^^i^tlJl-^—JU- 2 -^un^>-J)l) -4, 
5, 6. 7-7^h^tiFD^xy [3. 2-c] t:U>^>. 

5- (a-^h^i^tl)V^—J\^-2-yjl:tn^yi^JV) -2-:t^V-2, 
4, 5, 6, 7, 7 a-^4^+ht: HD5^xy [3, 2-c] t:U>^>, 

2-mh^i^- 5 - (a- ^h^i^tl)Uyi^-JV- 2 - y)V^n^>i^)V) - 
4, 5. 6, 7 -5^h-^t: HP^xy [3. 2-c] eU-:^>. 

5- (2 -^Dn^>i^;|/) -4, 5, 6, 7 -7=- h^t FP^xy [3, 2 
-c] hfUi^> (— : ^i^Ptfi^>, ^^5=-^'PtfS^><hbTA¥pJtg), 

5- (a-y h^>':^;L'7f?x;i/- 2 -^PP^>S/JW) -4, 5, 6, 7-^ 
h^hFP^xy [3. 2-c] hfUS^> (— : ^Pt°Hi^^l/;i/. Sft^^P 

5- (a -y h^i/:^;i/7!^x;i/- 2 -:7;i/:tP^>>?;l.) -4, 5. 6, 7- 
T^h^tFP^^xy [3, 2-c] tfUi/>v 

5- (a-'>^^p-7°Ptf;i/;^7;i/:lfx;i/- 2 -^DP^>S/;i/) -4, 5, 6. 

7--xh'^h FP^^xy [3, 2-c] tfU>?>. 

5- (a-iy^u-:fa\d)ltl)i'^-Jl- 2 - y)l^n^>i^)]/) -4. 5, 6, 
7-7^h^t HP5^xy [3, 2-c] lfUS?>. 

5- (Q!-ypfcf^x;u- 2 -i:7pp^>>?;i/) -4, 5, 6. 7-7^h^t 
FP^xy [3, 2-c] eui^>*5ctr/ 

5- ia-'fn}d:t:=.JU- 2 -yjl:tU^yz^)V) -4, 5, 6, 7-5=-F^ 
tFP^xy [3, 2-c] kfU -^>Mmc^t.n©:^o 

yu^-^iyy. i^^yu^^iy>j\^^u—h. i^^-b F ^^it- h. ^y ^ 

*^B^{343tt^'7>y^^X4^#lK (A#:6*JtC(i, S!fi.^^.4 0 ~ 1 5 0 1:) (DmtL 
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Tti. mmtvx. mitii-^zym. mt±s.m. mt^^^-m. mitm 

-k^s^y— ji.#(d;^^t;Wzf— -7^ orf-;i/4 o o o . T^azf— ;i/6 0 0 0 
xux'Jh-;p, ^i/Ub-jp, y;nfh->iu, -DV^h—ji^rzit^tii^ 

•TX^>^3eft:^*5ckOTm'l4(^A^>X(D,^7&^^,, 1:1-1: 5;^5$f^i^<, 
J;D^ff^b<«l : 2-1 : 3<DiefflT^^. i^TJUn-jKOgH'&a^ 

m%^±-Am^iy<. 10-99. 9mm%*^j^^itf^i^<. 2o-8oa«% 

*^^e>{z$f^b<> 3 0-7 0Sa%;*^'4#^c$f^L'l/io 
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5 0-2 0 0 Mm, #i3 8 0~ 1 2 0 um^m^ly^^o 

— ^!>:3i^i^i3^LTo. 5~5a«%. #(:ii~4ma% 

16 
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;P3-;i/. h HP=^i/yDtf;i/-fe;i/P-7«, b KD^^ixyD hf;^;?<^;^-fe;l/p- 
XT^tfT^O-H-^^J ; dl-;^>h-;i/, 1 - ^> h~;im(D^m ; ^K*l7K^r'i' 
-;i/®?::^hU':7A, iSM^^b FP^i^ypt!;Hi;i/P-7>^co^:^^J ; i;7X> 

mmm 
mmmi 

6 3 om*^^;ijP7., mmmmmm^m^^xM^W:. -^^j \f.zL)VT)v:2—)vti. 

Tl OMMig^ffi^MOl 0^/V%<DTfs\)}i.:i.)VT)Vu-)V7mm^mmV. m 

U^=^^'>X^l/> (2 0) y;Hf 37>^y:tl/— h (^0V)l^—h8 0) 

17 
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mtzo ^(Dmm.m3 o ommmzjLV x^j i — jie 3 ommu^mA. mmmm 

5 0 0 Mm) ^ffl^^Tlijgbm^J^tffeo 

1 (^'^*Tx^>^'i4i¥ffi : mmum. 1 ) 
iiis^j 1 T# ^ nfetif^j 9 4 0 mg, mmm 2 t# e> n^tJc^j 9 5 0 mg \z-d^ 
'^mu^^n-DTzo u^yu=^viy>iii.x 1 oomg w^m<Dmm^mmza 

Sil^^J 2 (W*'x'X4^>yi4Wffi : ^ttJ^]^ 1 ) 
USS^J 1 T#^nfetS[^J9 4 Omg, IIM^?!l2T#e,nfcS5[^J9 5 Omg 

ti®^^{C«*tM7K 5 0 OmL ^ffll/i, MI^^KiaS 3 7 A' H;U^. ©fel^ 
1 0 Orpm T^JSby^o t UT^tJ^^i^ffiVi^Co ^^(mW,m (%)) 

1 tc^To mmt^^(Dm<^(Dwm(Dmthitm^mm\zitmLxmm\zmu^nrco 
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1 



mm 


10 


20 


30 


60 




58 


83 


93 


103 


mmmi 


2 


6 


12 


29 


mmm2 


5 


12 


19 


40 



5 Omg ^mmyK2 Oml iz^wc-^^tc. ^(D^mm^^'-f X^—^y')l-> 







II»J1 




mm 2 





1 ^>nfc:tS:^J 9 4 0 mg, HM^J 2 "T^ ^nfctJc^J 9 5 0 mg 
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c^i^mmm (%) > 



m m 


5 5^^ 


10^^^ 


20:^^ 


30^^ 


45^^ 


605^^ 


mmmi 


100 


100 


100 


100 


100 


100 


n-mm2 


98 


98 


98 


98 


98 


98 



^-h 8 0^11. zmm^m^i^fzo ^(Dm^mizm.m^n}d}^^u 

h uniJtem^uizu >2 1 emm^^ms ox:-cmm^-^. ^<D^iz^v v;i/ 
^-h 8 OS 11. zmmMM^i^Tco ^5>n, :i(DM'^m\zm.m^n\:!:]i^u 

aa^^in;^, mmmmnm^mi^x^^W:. #u tf-;uT;un-;u<hLT2 0 
i^fz.. mmmr'^. ^\^m^mmmm^mp^x^m^m^mm.m^mc. z.(Dm 
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/i-^r^mum^mco ii omm:^ 3 4 6. 4 aagpt-x u x u i — )v 147. e a 
mmm6 

h^jmmm^^j±^j >2 1 emm^^i^^un^^^izmmi^r^o -^^iz. c: 
(Dmizmm^ti}^}i^u)V9 7 . 8mm^i5.^zsji^)\^±.Au-x3 2. emm 

^btj:mm.<^^nrzo ^(Dmnm 346. 4 s«gi5{::x u x u 1 — )v 147. em 
«gi5<£jjp;i, mmmmum^mi^^xm^'^. •^'j\=:=^)iYj\^n-)i^i^x2 om 

nmm 1 

hu)iijte^^*u-izu>i 3 Bmmu^ms ox:xmm-^'i^. ^©tt^fc^j^uy;!. 

Wi^hUmn.^^nrzo Z<DmU^3 4 e. 4S«g|5(C?Li»l 4 7. 6««gU*5ci; 

5 (^'^m^x ^ > ^ttwfifi : '^mum 2 > 
^js^j3~6T#e)nfem^j5 0 omg iz-D^'^mum^n-Dfco mm^u\f 
\'^u)itvxi 0 omg m'^m(Dmim^mmizniz^^. f^^i^^zsmmm^w 
is5vrco ^^'TtKDm^mi^cD^'Dmtbx^i^^^maj^s oif^^j^±Tx^>^$ 
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^ns 0 Omg ^mWKiz2 OmL t::^tJ[$it;/co cicD:5^t!i:|g^7^^X7i^-if 











^JS^^J 5 
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mm 


10^^ 


15^^ 


20^^ 


30 


45 


60^^ 




75.7% 


83. 4« 


88.5% 


94. 0% 


99.7% 


100.9% 



^x. mmm. /MS, mymmummizt'DX'h^mizmmx^^mmmmm^^ 



23 



wo 00/54811 



PCT/JPOO/01606 



Jtemxx5^;i/;6^ ^mun^ i as;^^^ 2 aJt^A-h-e^-siisi^:)^ 1 ~ 5 (D^^-fnts^ 1 

7. my)vz^~-)vti^. xuxuh— ^i', ^5>u h-;p, y;i/tf h-;i-*5^t)^-7;u 
^ ^jlJfn^ 1 a^:^Ji2 Si^±Ta&^if^]S 1 ~ 6 (Dii-rn>0> 1 TO 

:^®?^^>t:x'j i^i^-r >5^y ±^^tH^^~:^>. m^^uji-ya 
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5/^7'Xv>, :^^t::7x^^>, 7iS- [2- ( 2 - 7 ^ 7 5=-T 4 

--r;!') -2- (z) -A-r FD+>^-r s y T-tr hTs H] -s-n. N-i^y^ 

9-)lt!Jl/'^'e'i)V^^zyy^)l- 3-izy:cJA-^)V^-ym. i- (^V^Ut^ 
^iyijJl-^::iJl-t^iy) JL^AJiXt-JI m.m^s (E) - 3- (2-;<h^>' 
-3, 6-i^^^)V- 1, 4-^>V=¥y >- 5 )l) -2- [5- ( 3 - h° 

>bF^^>, ^h^py'^sH, :7a:-;i/y^i$'\/>, 7xy/t;nf^— T 

>tf>'U>, i>^^>?>, >'T^^>'>. — lf^>?>. T-feh75y7x>. X 

b'uy-;!-, t°^>^::h^H\ :^f:7x-r>, x5^:r:^5 h\ :^;i'^>?P-;u, mm 
-ti--r^^'U>. mm'ryT'/^)y> mkJ7st!\^y. mm.nn^^)y. mt7\^mm 

^^y.huyh)VyTy. ^it^y^\fi^y02^. -^u^ ym^u)iyx.~^^y. 

m^mrv y^-^z^y. ii^tf;i^>':*j-rxK\ n- y^}]^xu-!i^^^yy^)imm 

Vl/^r >mi>^^AxF. *g®^T;i/^X>, :^^t7.^v>, :^^Ui^>> 
(1) ~ (4) 
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COOH 

(2) 

R2b 0 R2d 0 




(4) 



R^ R'^ R'' :fej;ocR''' ^^n^^n^iiiLT, :^mm^^r^\t/\uy>mi^ 
fcf u \^>:t3)i'7j^>mit'^m^rzit^(D^^^ibmitn^mm'vs^^mi^m 1-9© 
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14. ^^5^^M-r^^#/<hy>;/^x^tis®@2'&aaity^?^\ i : i~i : s-eab 

17. — :^3t^#|(Digt^^;?>^^5 0~2 0 0 At mT^'Sif^JcJS 1 5 6tH^(D 

19. m^^m 1 ~ 1 7 m^-rnf}-^ i ^tHa<^5^tfeg^m^#i^'^wr^ ^ a: ^(^m 

20. ^iJ1^7:>^*t5t^J^fe^Mi^^J-tra5'g)li^^l 9IB«©^PfflEm^^Jo 
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